CALIFORNIA INSTITUTE FOR- REGENERATIVE MEDICINE

Agenda Item # 16
9/25/08 ICOC Meeting

Petition to Designate a Covered Stem

Cell Line as Acceptably Derived

The Independent Citizens Oversight Committee (ICOC) has determined that covered stem cell
lines will be considered acceptably derived if they meet the requirements of section 100090 of
Title 17 of the California Code of Regulations. Alternatively, an applicant may petition the ICOC
to find that a covered stem cell line derived before November 22, 2006 was acceptably derived.
The complete regulation governing a petition may be found at the following link:

http://www.cirm.ca.gov/reg/pdf/Reg100081.pdf. The following information must be provided:

SECTION | — Applicant Information

Name of contact person

Name of entity submitting petition

ickie Sheckler Novocell, Inc.
Street address City State / Country
3550 General Atomics Ct. San Diego California
ZIP |/ Post code Daytime telephone e-mail address
02121 858-380-7787 \vsheckler@novocell.com

SECTION Il — Covered Stem Cell Line Information

Name or designation of covered stem cell line

Alternate Names

Novocell CyT49 CyT49

Name of person or entity where derived

Check this box if same as applicant information

Street address City State / Country
ZIP |/ Post code Daytime telephone e-mail address

Derivation source
(check one below)

[x] Surplus IVF-embryo

] PGD embryo

[ Parthenogenesis

] Other (describe)

Derivation Date

Date embryo originally created

November 2005

January 2001

] Embryo created for research

MES 100081 Petition Template version 9/3/08
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SECTION lll - Information About the Nature of Donor Consent (check all that apply)

Indicate which gamete donors provided consent specifically for research use.

[0 Consent for research use provided by each gamete donor
[0 Consent for research use provided by oocyte donor only
[0 Consent for research use provided by sperm donor only

Consent for research provided by individuals with dispositional authority

Provide any additional information about the nature of consents given by donors, attach
redacted copies of consent forms or explain why such documents are not provided.

The Cyt49 embryo was created for the couple seeking fertility treatment using sperm from the husband and
an oocyte from a third party donor. Consent for stem cell research (Novocell/Cythera Stem Cell Research
Consent, Attachment 1a) was obtained from the donating couple following the IRB approved Novocell
protocol. Consent for use of the oocyte (Third Party Oocyte Donor Consent, Attachment 1b) was given for
achieving a pregnancy and giving up all rights for resulting embryos to the couple (recipient and her
husband).

SECTION IV — Information About Payments (Valuable Consideration) to Donors

Did the donors of gametes receive payments of any kind or other valuable consideration for
providing sperm or oocytes? Describe any payments and attach redacted copies of the
payment protocol/contract or explain why such documents are not provided.

No payment or other valuable consideration was provided to the couple for donation of the embryo. No
payment or other valuable consideration was provided by Novocell to the oocyte donor for donation of the
oocyte.

Were donors reimbursed for the cost of embryo or gamete
storage prior to donation? If yes, include copies of any [Yes No
documentation describing such reimbursements.

MES 100081 Petition Template version 9/3/08 2
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SECTION V — Information IRB or Equivalent Oversight

Was the derivation protocol approved by an institutional review X' Yes [ONo
board (IRB) or, in the case of a foreign source, an IRB-
equivalent?

Provide any additional information about the nature of review and oversight, attach
documents reflecting protocol approval or explain why such documents are not provided.

Original IRB approval was obtained May 4, 2004 and an annual continuing review was approved April 19,
2005 (Attachment 2). IRB Review encompassed Principal Investigator qualifications, procedures for the
following: obtaining informed consent, embryo transfer to Novocell, maintaining patient confidentiality, and
cell line derivation and disposition (Attachment 3). Please note that although an expedited review form was
used, a full IRB board review was performed.

SECTION VI — Best Practices and Scientific and/or Clinical Necessity

Provide any additional information regarding “best practices” at the time of donation of
human gametes, embryos, somatic cells or tissue, documents substantiating those practices
for each type of donation, or explain why such documents are not provided.

Best practices at the time of donation included protection of human subjects via IRB approval of procedures
and informed consent. Additional guidance was obtained from the 2005 National Academy of Sciences
Guidelines for Research on Human Embryonic Stem Cells. Please refer to attachments 1 through 3 for
documentation.

Provide a statement explaining the scientific and/or clinical necessity for granting this petition
for the cell line identified on page 1.

Concerning scientific utility, the CyT49 human ES cell line has a propensity to differentiate towards primitive

streak derivatives (endoderm and mesoderm), a valuable property that is not scientifically understood at this
time. In addition Novocell has been able to adapt CyT49 to single cell passaging and achieved scale up that
would allow clinical entry. The cell line has been differentiated to pancreatic lineages and extensively tested

in rodent models. In addition pilot tumorgenicty studies have been conducted with CyT49s.

CyT49 was derived under clinical manufacturing conditions, has passed FDA Points to Consider (PTC) safety
testing (refer to Attachment 4), and it is anticipated that the cell line will be used to produce a cell therapy
product for clinical trials approximately 2011-2013. There are very few hES cell lines derived under
conditions that would allow the line to be used clinically in human subjects. To isolate and qualify another
cell line to the same standards would most likely delay entry into the clinic by at least 2 years (this would not
include differentiation procedure optimization as discussed below).

MES 100081 Petition Template version 9/3/08 3
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SECTION VIl - CONFLICT OF INTEREST DISCLOSURE

In order to comply with the Conflict of Interest policies under which CIRM operates, this
section must be completed by any applicant that is a for-profit organization.

For-Profit organizations means: a sole-proprietorship, partnership, limited liability company,
corporation or other legal entity that is organized or operated for the profit or financial benefit
of shareholders or other owners.

Related business entity means: (1) a for-profit organization that owns 50% or more of the
Applicant’s voting shares; (2) a for-profit organization subsidiary in which the Applicant owns
50% or more of the voting shares; or (3) a for-profit organization with which the Applicant
shares management and control; shares resources, or shares a controlling owner.

Please list each related business entity.

(1) INovocell, Inc.

(2) |cythera, a wholly own subsidiary of Novocell, Inc.

SECTION Vil - CERTIFICATION

Under penalty of perjury of the law of the state of California, | certify that the statements
herein are true and complete to the best of my knowledge.

Name Signature Date

ickie Sheckler September 4, 2008

Electronic submissions may be made by sending this form to cell line@cirm.ca.gov. For
submissions by mail, send to:

| submitby Email | CIRM
Attn: MES Working Group
| PrintForm | 210 King Street 3™ Floor

San Francisco, CA 94107
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Consent Form
Isolativa of Embryonic Stem Cells from Human Blastocysty

Reseasch studies inciude only peaple who choass to take part. Pleage take your time to maks yaur decision.
Dhgcuss 1t w:th your friends and family. Be sureto ask questions about anything you don’t mdersund

Youare bemg asked to take part in this stedy because vou have excessembryos from an IVF eyele, which
you and yeur spouse want ko donate for medica] research,

WHO IS DOING THE STUDY AND IS IT SPONOSQRED? - -

Priacipal Investigator Sponser
Robert E. Anderson, M.D, CyThara

San Dizger. CA

YEY IS THIS STUDY BEING DONE?

A company named CyTherz is doing rescarth on
metheds to surs dishetes. They would like to )
develop thempies that invalve use of the stem cells
fror embryos. They will design a method-to direct
the stem cells into cefls hat produce fngulin, These
calls could then be kransphnted inte insulis-
dependent diabetics.

'WHAT IS INVOLYED IN THE STUDY?

You have some smbryos thatare being stored at the
Southern Califoenia Center for Reproductive
Medicine. You have notified us that you re willing
to donate thase ermbryns forscientifc reseacch. Wi
are askdng if you would agree to have than sent to
CyThera tu be used Ior s!em cell atudlas

Extra cmbiyos thztwu aemgnata for res’arch will
be tranzferved to the resezrch labs at CyThera Inc. in
San Dicgo. Embryonic stem (ES) cells will he
derived from these embryos and will be expanded -
and raaintainad in dultere indef nitely. Some of the
ES cells will be frozen for [ater use, They may be

* distributed to other research fabs. Differentiated
cells produced trom these ES cells may eventuzlly

be used for therapies involving %ransp]anea!mn nf the

ce}ls mto other patients.

If'.ynu agree, we would ﬁke ta abtain d_ronor hlood
samples as well o5 3 detailed medical history, In -~

adiition, we nay need la contact you in the feturo 0

request further infarmation: The samples and
information are required if we aze 10 uge cells

Stem Cell Catlection

derived from your donated embryos ﬁsr transplantanon
Piease check here to Indicate whether you would be
willing to provide the blood samples and medical
information.

'D‘fes_ _[E/Nq_ M?‘ 5:. 13“3?

if you have checked “yes™ ahove, blaod will he drawn
from both the mother and father, Thiz bleed will be
used to test for a wviriaty of genetlc and infectious
conditions, suchas:

's

= Genelic: cystic fi brnsts. thalassermia, siekle cefl

anemnia, Tay Sachs disezase.
s Infectiovs: HIV, HTLYV, Hepatitis B and c,
Syphilis, Cytomegalovinus, Epstein-Batr virus,

WHAT ARE THE RISXS OF THE DONATION?
The uge of your excess embryos is 3 significant personal
and ewwtional decision. We encourage you to give this
eareful thought and to discuss your decision with -
family, fiiends and your dastors.

IF you do nat achieve pregnancy with vour [VE

| provedure, the donated embryus wilt not be available to
“help you achieve preguancy inthe furure. You should

discuss this w1th your couuselar

r

Hamm could oecur :t’ your pnvacy wers byeached.

~ Southem Califomia Center for Repreductive Madicine

and Cythera will make evecy reasanable effort to keep
your pursonal infortnatien confidential, We cannot
guarantee absciute confidentiality. Your personul
inFarmation may be disclosed iF requrred by law.
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.

_nmede availabla to you, -

To maiotain confidential ltv, donated embryos will
be assigned 2 numbar when tha embrycs are np
longer to be vsed by you for the purposc of
wchieving pregnancy. This aumber is the enly
wformation Cythera will receive. The code refating
mumber to patiant name will be kept securely in Dr.
Anderson's flles.

Organizations that may inspect vour research records
for quality assurance and data amalysis include
uroups such as: :

* Thesponsor of this study, CyThera

* TheFood and Drug Administration

The study doetor and other researchers may publish
the results of this study but you will not be
identiffed, '

ARE THERE BENEFITS TO TAKING PART
INTHESTUDYT :

There may ke no benefi: to you from the donation.
We hope the information learned from this study
will benefit patients with disbetes and other
degenerative diseasas in the futwre, If you opt to give
blood samples, the sesults of any testing will be

WHAT QTHER QPTIONS ARE THERE?

You have the option af're fusizty 2onation or of*
waiting until you focl comfortable with the decision

WHAT ARE THE FINANCIAL ASPECTS OF
DONATION?

You witl not be paid for yaur danation. There is no
costto you te donate, CyThera will pay for any

study required genckic Wlood test and for any other lests
or procedures required for the study.

It is possible that the stem cells derived from your
embryos may have contmercial potential. Alsa,
information obtatied fiom s research study may be
used by CyThera in researeh which may sontributa to
the development of new diagnostic tests, new medicines
of other events that may be commercially valuable to
CyThera. You will not receive financial or any other
Lenefits from any sush future cormenercial developmert,

WHO DO CALL {F I HAVE QUESTIONS OR
FROBLEMS? ’ '

" FROBLEMS?

Far questions about the study, your rights or a research-
related injury, contzct Dr. Anderson at (749) 642.8727 .

Por questions conceming any unresalved issues cantact:
The IRB or Institutional Réview Board {which isa
group of people who review the research to protect your
rights], Tt s calted IRC and can be reached at 1-800-
472-3241 or submit@irb-ire.com, .

WHAT ARE MY RIGHTS AS & RESEARCE

SUBJECE?

‘A Research Subjects Bill of Rights is attached,
FPartisipation should be voluntsry. You oart refitse

withou! any perally. You cap-withdraw butyor anly
have a short time to change your mind, becsuse the

* embryos will be sent 1o CyThers withou? jdentifiers.

Once the zmbryos are at CyThera they will be culured

- for the steny cell they contain and thus they will no

longer be intact enabryos and cennot bz used to produce
a pregnancy. By signing this consent form you are not
giving up sny of yourlegal rights.

UDUDUHGDUQQ{JDUD

SIGNATURE AND CONSENT TO B IN THE STUDY

Your signzture befow ineans thit

and have had a chance to ask question to hetp you understand what you will do fn
given A copy of this sgreement and a copy of the Subject’s Bill of Rights.” 240 -

You'have raad the above inf‘ormatinn,kbc_itﬂ thie eruhryoni'c-stem cell study

this siudy. You will be

5

{— | Wif2 ar Partner

Husband or Partrar

Slgnature "~ ¢ NG o 1

Printed name | : St
Dals and Time 3!&'&.5‘-' AL 4H,

Ao gevpn

-

Sters Cell Cotiection
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The tights belaw arc et qurh
This puge should accompaay

CALIFORNIA EXPERIMENTAL SUBIECTS
HILL OF RICHTS

¥ the Califoraia legislohure as the rights of every pesson asked to be in 3 research study.

& form giving information about the propased study.

9.

i.
Z

13

As an "experimental® or "research” subject you Bave the follawing rights:

To be (old waat the study i¢ brying to find out.

Tobe teld what will huppen to you and whether any of tha pracedures, dnsgs, or devices #
diffseent fram what would be used in standasd practice

Tobs fold abaut the frequent ad/or important risks, side effects, or discormforts of th
teszarch drugs, devices, or procedus. :

Tobe told il you can expect any henefit fom participating ard, if 10, what the hensfit might
ba. .

- T be told the other choices }'clu have and how they compare ta being in the study.

- To be allowed to ask any questions cancerning e stady otk before agreeing to ba involved

snd during the course i the study.
o be told what sort of medical treatment is available if any complisations sxise.

To refizse to padicipate at alf or to changs your mund aboul participative aRer the study is
stacted. This decision wilf not affect vour right to receive the cara yeu would receive ifyou
were notin the shudy,

* To teceive-3 copy of the sigaed and daled comsont form,

Ta e free of presgure when considering whether vou wish to dgree o ba i the slud 5.

If you havs qué.ﬁtinns Q&u'sﬁﬁﬁm ask the

Pacific Time. Call 1-B0Q-472-3241 ar p-mail inforGjirb-ire.com

tasearcher or research assistazt. You may cogtact Independent Revigw
Camsuleing, which {s concarned with pratection of subjects. Yéu may reack thy IRC office during business hours,

.1 Wila or Partner Husband or Partner

‘98%% Z¥9 8¥Y6 XVA 55:97 9007/%0/2F
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Printed name

- ?
Date and Time IS’/ILI[QS’

-ty -o5”

”?59 ,a.i .
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' Authorizativa fo use Your Private Health Information

Name of Studv:  Isolation of Embryonic Stem Cells from Human Blastocysts

Prz}chpa! Investigator Robert E, Anderson, M.D. IRB Sty Number: 04078-91

What is private health information? . .
Private health inforrpation is any information that can be fraced back foyou, We
need your author{zation (permission) to use your private health information in this
rescarch study. The private health inforynation that we will use and share for this

- sfudy includes: S
* your past and present health information,
* information that can be used to contact voit,
* results of your medical tegts

Who else will see my information?

This information may be shared withy

« the spensor of the research study, CyTheza, Inc., or
* the Food and Drug Administration {FDA}.

Once we have shared your informalicii we cannot be suze that it will stay private, If
you share your information with pedple diitside the resedtch team, it will no Jonger
be private. Your narné wil! not'be used in any report that fa writfer. . .-

How loag will you use and share my information?
* Your inforrnation will be used and shared until the research is completed, which
we think will be in December 201 9. ’

VWhat if I change my mind about sharlng my research information?

If you decide not to share your information anymore:

* The research team can continue to use any of the private information that they
already have, : - ’

* Youwill no longer be a part of the research study.

* You will still get the same medical care that you’ve always had at Southern
California Center for Reproductive Medicine, '

*  You mus! write to the study doctor and tell him that you 10 longer want to share
your information. Writs to the stud y doctor at: Sourhary California Center for
Reproductive Medicine, 361 Hospital Rd #3335, Newport Peach, Cd 97663

Stem Call Collection IRB 04072 Version 3/73/04 Pag=4 o 7
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Do I have the right to see and copy my research information?

You can see your research information that is alsg being used for your health care.
Some research information may not b available to you because of the design of the
study or because the tests have nothing to do with your health care. You can talk to
your study doctor abom this.

Whe can answer my questions? ‘
If you have questions or concems abaut your privacy and the use of your personal
medical information, please contact Dr. Dr. Anderson at (948) 642-3727,

If you agree to share your information you should sign this form below, You will be
given 4 copy of this form. -

AR e o T ARk R KA A A e A o R ol e i s o e ek

Hagree o share my information as described in this form

Wife ar Partner Husband or Pariner
Signabure
Printed name
Date and e EEE — -
Time j&/é of 16 amp T AN.S o ‘;;g-a{.,,,‘. L

Stem Cell Collzctivn IRR 04078 Veesion 3/23/04 Page 5 of7
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Attachment 1b: Third Party Egg Donor Consent





L4707 2000 19! o f14-84B~8283 MNLESENT

DONOR'S CONSENT FORM

This consent should be read carefully and all questions answered before siening this form
You are encouraged to take as much time as you feel necessary to decide if donating your
eggs is something you truly want to do. State law requires that you refain a cepy of this
consent farm as it is considered a vital record. We will retain the original copy and the
Newport Beach Surgery Center will also be provided with a copy of this consent for their

records,

erchy donate ali of my sres that are retricved

(Donor Name)
to the Southern California Center for Reproductive Medicine for the sole purpose of
achieving a pregnancy in a designated recipient, These rgus will be fartilized with sperm
from the recipient's partner. Although the fertilized egps. (embrvns). will chntain my
genetic material it is understood that by signing this consent § give up all rights Lo these
embryos. The recipient and her husband solely have the right tn make decisions regarding
these embryos. They will decide what happens to all of the unused eges and embryos.
These extra embryos will be either allowed ta live out their natural life span ar frazen for
later use. There is a chance that the frozen embryns will be wsed hy the recipient, donaied
1o another couple or destroyed. 11 am unable to get pregnant in the future, T vill not
have the right 10 use any frozen embryos that may still remain in our facilips

A

=077

Daif.‘m )
. f\l\'\i},l_}.\ﬂ

Physician : ' Date

CW 20 - oo

Witness 7 Dare






Attachment 2: IRB Approval
Original IRB Approval, May 4, 2004
Annual Continuing Review April 19, 2005






Independent Review Consulting, Inc.

Phone: 415-485-0717

100 Tama! Plaza, Suite 158, Corte Madera, CA $4925-1418
Fax: 415-485-0328

Mail: P.O. Box 170, San Anselmo, CA 94879-0170
June 22, 2004

Alan Agulnick, Ph.D.

CyTheraInc

3550 General Atomics Court #2-503
San Diego, CA 92121

RE:  Derivation, Characterization and Distribution of Embryonic Stem Cell Lines

- Dear Dr. Agulnick:

Based on answers to some questions, the IRB has approved this new study for a period of
one year from its initial approval. Your participation as a principal investigator, using the
performance site listed above, has also been approved. .

] IRB action type & approval number are ‘ Full Board 5/4/04 ‘ J 04078-01I
Expiration date for this study is Data on gender and sthnic ) May 3, 2005| -
) ‘ recruitment will be requested.
LYour principal investigator number i3 4721-001
f The protocel version was dated Research Plan 9/11/03|
l Consent form identifying date Varsion 2 5/11/04]
l Advertising or recruitment materials Letter to subjects ' {undated received by
‘ . emall 8/17/04)
, The total number of subjects approved at your site is Up to 100

Principal Investigators are responsible for making sure that studies are conducted
according to the protocol and for all actions of the staff and sub-investigators with regard
to the protocol. As a principal investigator, you have multiple and possibly conflicting
responsibilities to the IRB, &e research subjects, and the sponsor. If you have questions
about them, please feel free to call. '

There are five conditions attached to afl approval letters: .

1.No subjects may be involved in any study procedure prior to the IRB approval date or alter the
expiration date. (Investigators and sponsors are respansible ior inftiating Continuing Review
proceedings. See IRC's web site at www.irb-frc.net or call us for more details.)

2.All unanticipated or serfous adverse events must be reported to the IRE within five working days.

3.All protocol modifications must be IRB approved prior to implementation unless they are intended to
reduce risk. This includes any change of investigator, or performance site address,

4.All protocol deviations must be reported to the 188 in five working days.

5.All recruitment materials must be approved by the IRB prior to being used.

Thank you for this submission to IRC and we wish the best for you and your subjects.
Please feel free to contact IRC regarding any human subjects questions during the year.

Penny Wells, Dr.P.H., IRB Chair
(by) Erica J. Heath, MBA, CIP, IRC President






Independent Review Consulting, Inc.

160 Tamai Plaza, Suite 158, Cone Madera, CA 94925-1418  Phone; 415-486-0717

Mail: P.O. Box 170, San Anselmo, CA 94979-0170 Fax; 415-485-0328
Tune 13, 2005
Alan Agulnick, Ph.D.
CyThera Inc
3550 General Atomics Court #2-503
San Diego, CA 92121

RE:  Derivation, Characterization and Distribution of Embryonic Stem Cell Lines

Dear Dr. Agulnick:

Based on further information obtained from you, the IRB removed the contingencies and
granted approval for the continuation of this study.

IRB action typa & approval number Full Board 4119/05 04078-02
Expiration date for this study is Data on gendet and ethnic May 3, 2006
recruitment will be requested. -
Your principal investigator number is ‘ . : 4721-004
Protocel version information Research Plan 911403
Amendment to the protocol Donaticns directly from IVF patienis Email 11/22/04
Consent form identifying information For embryos from IWVF Clinics 8/23/04
For embryos from IVF Patients 12/2/04
Advertising or recruitment materials Letter to Potential Donars (Undated received by
San Diego Fertility Center email 6/17/04) | -
Letter to Potential Danors (Undated, received by
Reproductive Sciences Center . email 11/5/04)
The total number of samples approved to be collected per site Up to 100
Approved acquisition sites and person | L. Michael Kettel, M.D.
responsible for obtaining consent San Diego Fertlhty Center
11515 ElCamino Real, Suite 100 San D|ego CA 92130
Catherine Adams, Ph.D.
Reproductive Science Center
4150 Regents Park Row, Suite 280 La Jolla, CA 92037
Advanced Bioscience Resources, Inc.
1516 QOak Street, Suite 203 Alameda, CA 94501
Robert Anderson, M.D.
Southern California Institute for Reproductive Sciences
361 Hospltal Rod #433, Newport Beach, CA 92663

The conditions attached to your initial approval letter continue to apply.

Thank you for this submission to IRC and we wish the best for you and your subjects. Please
feel free to contact IRC regarding any human subjects questions during the year.

Sincerely,

7/%“7 ;L

Penny Wells, Dr.PH., IRB Chair
(by) Erica J. Heath, MBA, CIP, IRC President
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Expedited Review Request
Principal Investigator Application Form






! R C EXPEDITED REVIEW REQUEST
End Use or Secondary Use of

Independent Beview Consulting, Inc. BIOLOGICAL SPECIMENS

Phone: 415-485-0717  www.irh-irc.com Fax: 4154550328

"The high research value of human biological materials does not override the rights of individuals to protect
themselves from possible adperse consequences of the reseqrch use of such materials." (NBAC Draft Report. p. 124)

PART I Identify the Study
Study title Derivation, Characterization and Distribution of Embryonic Stem Cell Lines

Study 1D
Sponsor Name | CyThera, Inc

Sponsor Contact | Ed Baetge
Contact Phone, | Ph: (858) 455-3555; F: (858) 455-3962; ¢: ebaetge@cytheraco.com

LFax, e-mail J
PART IT: Identify the Study Site(s)
Investigator(s). Faciity Name/Address IRBon Site? |
| Alan Agulnick CyThera, Inc, 3550 General Atomics Ct, [1yes Ko

Bldg 2, San Diego, CA 92121
: . [Jyes [T
3. D ves Dno

L
PART III: Expedited Review Request: Check one Risk Evaluation box and one Procedure box
(] Minuscute [TLess XMinimal [ slightly more ] More
than minimal than minimal than minimal

Minimal risk” means that the probability and magnitude of harm or discomfort anticipated in
the research are not greater in and of themselves than those ordinanily encountered in daily
lifa or during the performance of routine physical or psychological examinations or fests

Selected categories from the list of procedures for which expedited review is allowed.
P P
[0 1bi  Research on medical devices for which an investigational device exempticn application is not requiredj

[] 1bii Research on medical devices for which the medical device is clearedfapproved for marketing and the
medical device Is being used In accordance with its cleared/approved labeling.

2a  Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture from healthy,
nonpregnant adults who weight at least 110 pounds. (The amounts drawn may not exceed 550 mi in
an 8 week period and collection may not eccur more frequently than 2 times per week.)

(0 2b  Collection of blood samples by finger stick, heel stick, ear stick, or venipunclture a from other adultsj
and children, considering the age, welght, and health of the subjects, the collection procedure, the
amount of blood to be collectad, and the frequency with which it will be coliected. ({The amount drawn
may not exceed the lesser of 50 mi or 2 m! per kg in an 8 wesak period and collection may not ocour
more frequently than 2 times per week.)

3 3 Prospective collection of biological specimens for research purposes by noninvasive means

{The samples are not available at the fime the request is made.

5 Research involving materials {data, documents, records ar specimens) that have been collacted or wil

be collected solely for nonresearch purposes (such as medical treaiment or diagnoses),






\

IRC Expedited Review Application Cover Form

PART IV: Study Description

L

Project Purpose What are you doing for which you need IRB approval?

CyThera is a small biotechnology company focused on cell therapy for diabetes. We plan to start with
human embryonic stem cells (hESCs) and differentiate them to insulin producing celis. These cells would
then be transplanted into type I diabetic patients.

We have received a grent from the JDRF (Juvenile Diabetes Research Foundation) fo derive new hESC
lines, and distribute them to the scientific community. -

Kinds of Samples Needed What type (e.g. blood, urine, etc.) sample is requested? Are they
available? (e.g. to be gathered or already shelved?) How many samples and how many per donor?

We plan to acquire donated humen embryos. We estimate needing a maximum of 100 embryos over the
term of the grant (1 year); each couple may donate, generally, I to 4 embryes, ]

To derive and grow hESCs, we need to culture fibroblasts from human fetal skin. We will need 5 to 10
skin samples for this purpose, ages between 11 and 15 weeks LMP.

Source of Samples  Are the samples from volunteer donors, a tissue bank or repository, pathology
discard or waste or other?

Donated embryos will come from 3 local IVF clinics: San Diego Fertility Center, Advanced Fertility
Institute; Southern California Center for Reproductive Medicine. These embryos will have been created
solely for reproductive purposes and will heve been frozen as spare embryos at the time of IVF
treatment. Each quarter, IVF patients are invoiced for cryopreservetion fees and at that time are
asked whether they would like to: A) keep their embryos frozen and centinue to pay cryo fees; B)
denate to an infertile couple; €) discard; D} donate fer scientific research. The clinics will also obtain a
blood sample from the donors.

Fetal skin will be obtained from Advanced Bioscience Resources, Inc., Alameda, CA, ABR retrieves such
tissue from fetuses aborted af various clinics. ABR will obtain a blood sample from the mother for
infectious agent testing

Privacy and Confidentiality W hat identifiers will be available to you? What demographics? Who
has identifiers and where is the chain broken? Who has the codes? Where is the firewall? Can you return
results that could be used? What might be the worst effect of a breach of privacy?

"Where identifying information exists, however, there must be an unambiguous system of protections to ensure that
risks are minintized and that the samples' sources interests are protected.” (NBAC Repor)

The IVF clinics will assign a number to each donated embryo which can link the embryes to the denating
couple, CyThera will only be given these numbers and so will not be able o access the identity of donars.
The link to patient identity will be maintained for the purpose of providing information to the FDA
should a cell therapy be developed and progress to human clinical trials.

ABR assigns a number to donors of fetal tissue. CyThera only has access to these numbers.

IRC Page3 Printed: April 21, 2004
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5.

Consent What was/is the stated purpose of the donation? Was consent gained for this purpose or for
another purpose? Is there any limit as to how it can be used? Were any promises made? What control can
you exert over the consent process? What can the respository tell you about the consent process and form?
If embryo donation fer research is requested, the clinic will obtain informed consent for the use of the
embryos in hESC derivation. The consent includes use in research and in human transplantation, The celis

will never be used for reproductive cloning.

ABR's consent form for fetal tissue includes possible use in hESC research and commercial development
of transplanted products

Protocol and Ultimate Disposition of Tissue

Foliowing donation and consent, embryos will be thawed and if obtained elsewhere, they will be brought
to the San Diego Fertility Center. hESCs are isolated from human blastocysts. If the embryos were
frozen prior o the blastocyst stage, they will be cultured in vitro fo the blastocyst stage. Total culture
time from fertilization to blastocyst is generally 5 to 7 days. After this time, under currently utilized
IVF culture conditions, the embryo will die either due to abnormal development or, if developed
normally, due to failure to implant in the uterus. In any event we will not culture the embryos beyond
the widely accepted 14 day limit. At the blastocyst stage, the embryo forms a hollow sphere consisting
of two cell types. The outer cell layer, the trophectoderm, will form the chorion and contribute to the
parietal yolk sac. The inner cell mass (TCM) will form the embryo and visceral yolk sac and contribute to
the parietal yolk sac. It is the ICM from which ESCs are derived.

To begin the hESC derivation process, the outer covering of the embryo, the zona peliucida, is removed.

Next, the ICM is separated from the trophectaderm mechanically using a micromanipulator/ laser
microscope setup. The ICM is plated onto alayer of human fibroblast feeder cells. If no ICM is
apparent, the zona-free embryo will be plated onte feeders. At this point in the procedure, an embryo is
no longer capable of developing into a human being, When hESCs become apparent by merphological
assessment, the cultures will be transferred to CyThera, Inc. After approximately 5-14 days, any areas
of undifferentiated ESCs are transferred to new feeder layers. Any embryo derived tissue which does
not yield hESCs is discarded. The cells are passaged weekly and when sufficient cell numbers are
obtained, frozen stocks are made. hESCs grow in commercially available tissue culture medium.

Fetal fibroblasts are obtained by mincing and enzymatically dissociating a skin sample. Following a wash
step, cells are plated in standard tissue culture medium. Cells are passaged and frozen as needed, Cells
are mitotically inactivated prior to use as feeders.

Investigator signature Date

Printed name

IRC
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Phone: 415-485-0717  www.irb-irc.com  Fax; 415-485-0328

PRINCIPAL INVESTIGATOR
APPLICATION FORM

(Short form for studies of specimens/data/documents)

Form 4.41C  (3/16/03)

Send 1. This form
2 COHMEHCQIC 2. Yourdated curriculum vifae
sets £0 ] 3. Performance site information

MAKE A COPY FOR YOUR STUDY BINDER.

Thisis an apphcahon for an individual per'son

- Stady and procedurd details will cccompany
 the IRC Review Request form 4-41C.

A. THE INVESTIGATOR:

|_Principal Investigator

! Lead Contact Person i

Narne (with degrees) Alan Agulnick, Ph.D.

Same

- 3550 General Atomics Ct
Bldg 2 room 503

‘Mailing address

Ciy, State, Zip  San Diego, CA 92121

"Phone - 858-455-3636
 Fox © .858-455-3962
E-mail aagulnick@cytheraco.com

Have you worked
with IRC before? No

YOUR RESEARCH EXPERIENCE:

. Yes D No

i Have you been a Principal Investigator in the fast five years?

v Kno

[Ina

;rrﬂl‘-liés‘" éﬁg_‘iﬁﬁﬁi‘égﬁﬁmved, suspended or terminatedmény of yt':-aﬁr studies?

N/A

Ietter ifany.)

[Ino | | Has the FDA ever audiied any of your investigalions? (Altach the FD 483 or

D Yes D No )
explanation)

i D|d the FDA - or a study monitor - report any deficiencies? (Please attach

Expl'am any yes

i Lines
response

| NIH grant 1 R43 DK065133-01, Development of Human Embryonic Stem Cell

YOUR POSSIBLE CONFLICT OF INTEREST

@ YesD No

company?

- Do you have any equity or patent position with the sponsor or with a competing

T | Non-Monetary?
All possible conflicts of
interest must be indicated. :

Are you being remunerated for ycur partlcspatron‘? i yes inwhatform?
D Monetary?

X saaryonly




vsheckler

Rectangle
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REVIEW PROCESS INFORMATION

[ ] ves < no | Does this study require a Federal Wide Assurance (FWA)?
1 if yes, whlch federal agency’f _ FWA number

PrOCf;SS . Full Board D Exped;ted review - Submlt the Expedited Rewew Protocol Form

B. THE STUDY:

Study title Derivation, Characterization and Distribution of Human Embryonic Stem Cells

orsion by | 47
/Date | 040104

Within this protocol, what is being done?

g;:cﬁ;gggecﬁon of Biclogical E from subjects recruited for this donation (Embryos)
. D from a repository/bank

(X from waste samples (Fibroblasts)

B T R USSP Sorar

 Testing of a diagnostic kit, |
davice, agent i

from subjects recruited far this donation

from a repository/bank

Review of private

. . from records to which vou have direct legal access
patient/client records i

[
L
I D samples sent to a reference labh
L]

L]

from records for which you need permission to access

_éther:

Within this protocol, what will you be responsible for: I:I acquiring samples,
banking ar transferring samples

e . —_— | Using samples in your research
D Yes No Dld the acqwsailcn s:te mc]ude any Esmstat:ons on later distribution?

What will be done with samples when study is done?

D Destroyed

Archived and stored with data in a form that is D anonymous or coded

Given/sold for secondaryftertiary research purposes

D. IRB COVERAGE:
EMPLOYMENT:  Where are you employed (50% time or more CyThera, Inc

D Yes )Z( No  Dees this employer have an IRB? (If yes, please have that [RB sign the waiver form.)
PERFORMANCE SITE(S): (If there is more than one donor/acqunsttton site, each must ba mentioned.)
| Name of facility where the sampies are to be | Name of facility of end user?
collected? CyThera, Irc.
Embryos !

1) San Diego Fertility Center

2} Southern California Center for Reproductive
Medicine

| 3) Advanced Fertility Institute

©IRC 1999, 2001
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Page 3 of 5

Fibroblasis

i 4) Advanced Bioscience Resources, Inc. obtains
[ tissue from abortion clinics,

b

- Yes D No is there an IRB at thls facritzy?
*for #3 only
{if yes, please  have that IRB sign fhe waiver form )

[[Jves

(If yes, please have that [RB sign the waiver form.)

[X] No Is there an IRB at this facility?

ftisa D Hospital
D Reference lab
Clinic associated with a hospital #3
D Free-standing clinic

Private practice #1,#2

itisa [:] Hospital

D Reference lab

D Clinic associated with a hospital
D Free-standing clinic

D Private practice

Private company

Yog D No Are you receiving any
identifiable health data? If yas, discuss HIPAA
compliance.

Embryo donors sign HIPAA statement

D Yes

health dafa? If yes, discuss HIPAA compliance.

No Are you receiving any identifiable

E. STUDY SUBJECTS AND PROCEDURES

i SUBJECTS:
| of recards?

100/10 Total number of
subjects/donors fo be
involved in this study?
employees

100/10 How many samples/records advertising

are to be collected?

O

*{for embryos/for fetal skin)

other __

RECRUITMENT:

Where will you find subjects and/or specimens

your own client base or data hase to which you have both
legal and sthical access

samples previously gathered for a different primary purpose 7
a repository or bank that will obtain samples or data

- COMPETENCY AND CAPACITY:!

YesD No D Unknown

Wil alt subjects be legally
competent?

YesD No D Unknown

Will zll subjects be mentally
capable?
If no to either, please explain,

! REPORTING OF RESULTS (POTENTIAL BENEFIT OR RISK)

D Yes El No Wil any reports or results be returnad to the

subject?

Xl Yes D Ne Will any reports or results be returned to the

referring physician or facility?

. { Yes ] No Ifyes, will the information be labeled as

experimental?

CONSENT PROCESS: Flease give some idea about the consent pracess leading tfo signing of the consent

© form.

if consent was gained elsewhere,
document what you know about that
consent.

| PROCESS

i 1f you are responsible for gaining consent:

D Yes D No s there to be any consent discus